had the objective of examining the issue of obtaining informed consent for neonatal research across Europe. As part of that project, legal representatives from these countries (see acknowledgements) were invited to a colloquium to report, discuss, and analyse European legal frameworks governing informed consent for neonatal research. The first author (PDV) presented a general overview of European law, which is the basis for this report. Furthermore, specific supplemental information from diVerent countries was given by legal representatives from these countries, and is summarised in table 1.
Legally and ethically, informed consent of the subject is a requirement for biomedical research. However, there are diVering interpretations in European Law of this requirement for neonatal research. Increasingly, to answer many neonatal research questions, there is a need for multinational recruitment to randomised controlled trials and studies, and thus a need for investigators to be aware of the diVering, relevant, national legislation.
The aim of this paper is to discuss areas of consistency and inconsistency in the law or practice governing informed consent for neonatal research in ten European countries (Denmark, Finland, France, Germany, Greece, Ireland, Norway, Spain, Sweden, and the United Kingdom). In particular, the following areas are examined: whether there is specific law governing informed consent for research and, if so, what it is; the ethical review system, whether there are specific requirements for consent, whether benefit for the individual child is a specific requirement, and whether research of no direct benefit (so called non-therapeutic research) is legally permitted in minors-for example, the taking of extra blood samples purely for research purposes.
The law governing neonatal research across Europe
A variety of laws and a plethora of ethical and professional guidelines govern the conduct of research within individual countries and across Europe.
The Declaration of Helsinki, 2 first adopted by the World Medical Assembly in 1964 and last amended in 1996, acts as a universal ethical guide. Throughout Europe, research ethics committees require that research trials and studies comply with this Declaration. Further guidance is proVered in the 1989 United Nations Convention on the Rights of the Child.
The principles of the Declaration of Helsinki have been incorporated into the International Conference on Harmonisation Guidelines for good clinical practice (ICH GCP). 3 United States and Japan, as well as the European regulatory authorities, have adopted the latter, to which all regulatory trials must comply in order to be granted authorisation to market a medicinal product.
A further measure to introduce harmonisation across Europe for the conduct of research is the Council of Europe's 1997 Convention for the Protection of Human Rights and Dignity of the Human Being with regard to the Application of Biology and Medicine. 4 Article 16 of the Convention sets out general conditions to research on human beings: (a) there is no alternative of comparable eVectiveness to research on humans; (b) the risks are not disproportionate to the potential benefits of the research; (c) the research project has been approved by the competent body after independent examination of its scientific merit, including assessment of the importance of the aim of the research, and multidisciplinary review of its ethical acceptability; (d) the persons undergoing research have been informed of their rights and the safeguards prescribed by law for their protection; (e) the necessary consent has been given expressly, specifically and is documented. Such consent may be freely withdrawn at any time. The Convention further sets out restrictions for research on persons not able to consent, such as neonates. This research may only be undertaken when: (a) the above mentioned general conditions on research are fulfilled; (b) the results of the research have the potential to produce real and direct benefit to their health; (c) research of comparable eVectiveness cannot be carried out on individuals capable of giving consent; (d) the necessary authorisation has been given specifically and in writing. Exceptionally, research that does not have the potential to produce results of direct benefit to the health of the child is authorised in Article 17 of the Convention if additional conditions are satisfied: (a) the research has the aim of contributing, through significant improvement in the scientific understanding of the individual's condition, disease or disorder, to the ultimate attainment of results capable of conferring benefit to the person concerned or to other persons in the same age, category or aZicted with the same disease or disorder or having the same condition; (b) the research entails only minimal risk and minimal burden for the individual concerned. A new European Union Directive is being amended currently which includes both the ICH GCP guidelines and the above Convention. It is designed to regulate clinical trials further, but probably will be limited to those used to develop medicinal products within the pharmaceutical industry and thus will harmonise regulation of this type of trial across Europe.
Non-pharmaceutical research is subject to less standardisation. For these, investigators should comply with the Declaration of Helsinki if not also the above Convention for the Protection of Human Rights. However, diVerent cultural and religious contexts, professional practices and historical antecedents have resulted in variations in practice and law throughout Europe. 5 DiVerences and 
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LEGISLATION ON RESEARCH
Six of the ten countries examined (Germany, Greece, Ireland, Norway, Spain, and Sweden) have specific legislation governing pharmaceutical trials. The laws of Denmark, Finland, and France cover other types of research as well, and the United Kingdom has no legislation specific to research but relies on general principles of law, for example, governing protection against bodily harm.
ETHICAL REVIEW SYSTEM
Research involving humans is reviewed independently by multidisciplinary research ethics committees in all countries except Greece, where this is carried out more usually by scientific committees (which are not multidisciplinary). Here, as in Norway and the United Kingdom, review is not a statutory requirement, as it is for all research in Denmark, Finland, and France. In Germany, Ireland, Spain, Sweden, and Greece, research ethics committee review is a legal requirement for clinical trials involving medicinal products; for the last country, control is by the National Drugs Organisation.
CONSENT
Proxy consent by legal guardians is the norm for neonatal research. Five countries accept this from one adult, but in Denmark, if parents share custody, consent from both adults is necessary, otherwise the research cannot be conducted. In Finland and Germany, only in exceptional circumstances when emergency treatment is required, can consent from one parent be accepted. In France and Sweden, consent from both parents is the norm.
Most countries permit enrolment into research without consent where this is not feasible, as part of emergency care. This is not allowed in Denmark, nor Ireland where legislation on consent for research is stringent.
In Ireland, a further legal stipulation requires that, after informed consent to a clinical trial, a six day period should elapse before the trial can be started. This provision can be amended, if dictated by the trial protocol, by application to and with the approval of the Irish Medicines Board.
REQUIREMENT FOR BENEFIT OF THE CHILD
All ten countries require a potential of direct benefit for a child to be entered into a trial or research study, either through general or specific research legislation. Thus proxy consent is not without some legal limitation.
Clinical trials specifically provide legal uncertainty because, owing to their necessary condition of therapeutic equipoise, it follows that at the time of recruitment it is unknown whether a treatment arm will confer benefit, no benefit, or perhaps even harm to the patient.
RESEARCH OF NO DIRECT BENEFIT PERMITTED
Linked to the requirement for direct benefit to the child is the issue of whether a country's law will permit research of no direct benefit to children (so called non-therapeutic research).
Most of the ten countries will permit research of no direct benefit in minors, with the stipulation that it must involve no more than minimal risk (an uncertain and subjective criterion).
Finland, France, Greece, Norway, and Spain follow the Convention for the Protection of Human Rights and permit a wider community and scientific viewpoint, group.bmj.com on July 6, 2017 -Published by http://fn.bmj.com/ Downloaded from allowing research of no direct benefit if the child's inclusion may result in increased knowledge about the illness to the benefit of other children (but again provided that no more than minimal risk is involved).
Research of no direct benefit in children is not permitted in Germany and Ireland.
Discussion
Increasingly, European countries collaborate in research projects. This is due to scientific ties and cooperation between various European research centres and also to the need for multinational research which is increasingly required in order to recruit suYcient patients to attain results with statistical significance.
Although European countries share a common cultural heritage and many similarities in their legal regulations of various subjects, they also have many diVerences in their legal systems, their laws, their codes of practice, and even practice itself. In research, this is reflected in the Declaration of Helsinki which is generally accepted in Europe, while specific types of research, such as that involving minors or emergency research, are not regulated in the same way in diVerent countries. Even in countries where regulation seems to be similar, there may be diVerences in the interpretation, based in some cases on court decisions or oYcial guidance, and in others in the cultural background of those involved in research. Doctors who conduct research are not always aware of the legal framework and it is the research ethics committees that have to examine the legality along with the ethical acceptability of the research project, and their practice diVers in turn.
The European Union and the Council of Europe are working in the direction of harmonisation of the existing legislation and professional rules on research in humans. The 1997 Convention for the Protection of Human Rights and Dignity of the Human Being with regard to the application of biology and medicine has already been signed by 28 countries and ratified by six, proceeding to become their internal law, and it is expected that more countries will do so in the near future. Also the protocol on research which will be an adjunct to the Convention is almost ready and this will give guidance to researchers all over Europe.
CONCLUSION
Parents and babies must be given adequate legal and ethical protection with regard to research. At the same time, investigators need to be allowed to try to answer important research questions without excessive restriction, because the answers are likely to help improve neonatal care. 7 8 Multinational research is increasingly required so that suYcient patients are recruited to attain the statistical power to answer relevant research questions within a meaningful time frame. The legislative application of ethical principles varies across Europe. This environment of legal variety in the matter of proxy consent for neonatal research results in diVering practical implications for the conduct of pan-European research.
